A few studies have examined the association between blood platelet counts (PCs) and metabolic syndrome (MS) with controversial results. 1--2 Recently, we have found a signi¢cant positive association in Japanese women. 3 We have now looked for an association of PCs with MS in men. 3 We studied 205 asymptomatic Japanese men (mean 50.3 years) without any medication or a history of cardiovascular or malignant disease. Their haemoglobin (120--160 g/L) and white blood cell count (3.5À11 Â10 9 /L) was limited to almost normal concentrations to help exclude subjects with haematological problems. MS was diagnosed by the presence of three out of ¢ve of the National Cholesterol Education Program --Adult Treatment Panel (NCEP--ATP) III criteria with a minor modi¢cation (body mass index X25 kg/m 2 as a substitute of waist circumference for obesity). 3 Subjects were classi¢ed into three groups by MS-component numbers 0, 1--2 and X3 (as group 1, 2 and 3, respectively). Overnight fasting blood samples were collected and complete blood cell counts were measured with an autoanalyser. In each subject, lifestyle habits regarding smoking, alcohol consumption and physical activity were self-reported: the de¢nition of each habit is in the footnote to Table 1 .
Measured variables, except for variables related to MS-components, showed little or no signi¢cant di¡erence between all groups (Table 1) . PCs gradually increased as MS-component group number increased. A general linear model for PCs (as a dependent variable), adjusted for age and lifestyle habits (as covariates) and MS-component numbers (as a ¢xed variable), revealed that age had a signi¢cant e¡ect on PCs (F ¼ 4.19, P ¼ 0.04). Other variables did not show any relative signi¢cance.
Contrary to our study in women, 3 we did not clearly ¢nd a positive association between PCs and MScomponents in Japanese men, suggesting that this association may be gender-speci¢c. Notably, age had a signi¢cant relation to PCs in men, independent of MScomponents, while this behaviour was not observed in our female study. 3 PCs have reportedly tended to decrease with age, although sex di¡erences have not been fully studied in this connection. 4 Insulin, a key in the pathophysiology of MS, has been suggested to a¡ect platelets in addition to other factors a¡ecting PCs such as platelet survival and production rate. 3 Ageing is associated with hormonal/metabolic alterations such as in insulin resistance and sex steroid hormonerelated andropause. The adipose tissue is a large endocrine organ that secretes various molecules including adipocytokines with systemic mediation. Ageing is known to change the distribution of fat accumulation. For instance, higher adiponectin concentrations with age are shown in men but not women, and this is considered as a defensive action to atherosclerosis, biologically speci¢c to males. 5 We may hypothesize that the associations of PCs to MS-components are modulated by some compensation, participating in various hormonal/metabolic changes with ageing among males. More studies on the association of PCs with MS, in addition to considering sex di¡erences, are needed.
Further aspects of human immunoglobulin A deficiency
Congratulations to the authors of the recent excellent update about primary immunoglobulin A (IgA) de¢ciency. 1 Many questions remain unanswered: why is it found with ataxia telangiectasia and ring-18 chromosome 2 possibly adjacent genes? Literature searches have long missed the ¢rst full report, 3 39 years ago, of the complications of IgA de¢ciency in 75 patients because dysgammaglobulinaemia was the term then used to cover such conditions. Isolated de¢ciencies of G, A and M (types III, IV, V) best clari¢ed the functions of those individual immunoglobulins. 4 Normal IgA plays an important role in dealing with viruses challenging the mucosal surfaces. The mucosal IgA response (80% of normal synthesis) reaches mature concentrations by three months of age and its memory lasts at least 10 years. 5 Memory cells moving to the bone marrow take 16 years to achieve normal adult levels of 7s IgA. Similar results follow correction of IgA de¢ciency after bone marrow transplantation. 6 In central Africa, New Guinea and the Amazon basin, serum IgA concentrations simulate Caucasian 3 indicating mucosal challenges are equally strong, but severe IgA de¢ciency is much rarer in the adults elimination of a¡ected children. All adult frequency distributions show an 8% bulge below the log 2SD limit; heterozygotes for the abnormal genotypes impairing terminal lymphocyte di¡erentiation. Impaired maturation of IgA serum concentrations occurs in about 8% and predisposes to childhood atopy (mostly self-correcting with maturation) and more tonsillectomies and adenoidectomies in years past. Qualitative IgA de¢ciency also causes complications; failing an IgA response to a given allergen, an IgE response can be more serious. 3 While secretory IgA ¢xes complement destroying microorganisms, the 7s serum IgA does not. In the 1970s, Behringwerke used Heremans' method to prepare normal polyclonal serum IgA and kindly sent me some. I had frequently found severe IgA de¢ciency in patients dying from disseminated virus infections (3/5 haemorrhagic varicella, 2/4 haemorrhagic measles 2/6 herpes simplex) or severe chronic active hepatitis, 5/27. A J Beale found pure7s IgA eliminated live virus from vaccine cultures of poliomyelitis, varicella, measles and herpes simplex, but by what mechanism? We found intravenous 7s IgA could produce parotid salivary IgA dimer with secretory piece in a few Bruton' s and SCID patients previously without it, who had been given gamma-globulin replacement therapy without complications.
Post-viral states frequently cause transient im-munode¢ciency including lower concentrations of regulatory CD8 T-lymphocytes, 7 o¡ering a mechanism predisposing to the 'immune imbalance'and to autoimmune diseases that I reported earlier. 4 Among the latter, coeliac disease did predispose to gut lymphomata; ulcerative colitis to colonic carcinoma; pernicious anaemia to gastric cancer and chronic active hepatitis to primary hepatoma so the risk for cancers is real.
Koskinen et al. 1 regard IgA-de¢cient subjects as not at high risk, but theirs were already adults when found healthy enough to donate blood. Clinical chemists and immunologists work for patients. In all , 35 of our ¢rst 200 died within 30 years, many children, and only one had reached 70. I recommend: avoiding the tropics, infectious environments and smoking; having parenteral vaccines including Salk and hepatitis B; checking for a normal response (if subnormal repeat mixed with dimethyldioctadecylammonium bromide and 3000 i.u. of IL2). All eight personal patients then achieved a good response.
